Plasmid construction
To generate pDR, pMyo-LD17, a gift from Dr. Lo, was modified by first removing the myo-2 promoter and L-HDAg gene within, then replacing the original unc-54 3'UTR with unc-1 3'UTR. The Dual Reporter (DR) module in pDR consists of gfp::icr::rfp as reported (27) . DR reporters were subsequently generated from pDR as follows:
akt-1p::DR::akt-1u and akt-1p::DR::unc-1u
The akt-1 promoter of 3.2 kb was amplified from genomic DNA by PCR and inserted in front of the DR module. For akt-1p::DR::akt-1u, a 444 bp akt-1 3'UTR was amplified from genomic DNA and cloned after the DR module.
pdk-1p::DR::pdk-1u and pdk-1p::DR::unc-1u
The pdk-1 promoter of 2.9 kb was amplified from genomic by PCR and inserted in front of the DR module. For pdk-1p::DR::pdk-1u, pdk-1 3'UTR of 492 bp was amplified from genomic DNA and cloned after the DR module.
lin-14p::DR::lin-14u and lin-14p::DR::unc-1u
The lin-14 promoter (5.2 kb) was amplified from genomic DNA by PCR and cloned before the DR module. For lin-14p::DR::lin-14u, a 1.5 kb lin-14 3'UTR was amplified from genomic DNA and cloned after the DR module.
To generate mir-241p::mir-241 and mir-84p::mir84, a 2.0 kb mir-241 promoter, a 2.8 kb mir-84 promoter, and the microRNA stem-loops together with ~200 bp of flanking sequence were PCR amplified from genomic DNA. PCR fragments were subsequently cloned into L3781 (Fire vector kit 1997).
For luciferase assays, 3'UTRs of interest were amplified from genomic DNA by PCR and cloned after the luciferase gene in pMIR-REPORT Luciferase (Ambion). For plasmids expressing mature microRNAs, the stem-loop of tested microRNA and ~200 bp of flanking sequence were amplified from genomic DNA by PCR and cloned into the 3'UTR of GFP in pEGFP-C1.
Cell culture and transfection
HEK293T cells were maintained in DMEM medium supplemented with 10% fetal bovine serum (Gibco). Transfections were performed with FuGENE HD (Roche) according to the manufacturer's instruction.
Luciferase assay
Plasmids expressing microRNAs were co-transfected into HEK293T cells with firefly and renilla luciferase reporters. Luciferase activities were measured with Dual-Luciferase Reporter Assay System (Promega) 24 h post transfection. The 3'UTR of interest was fused with firefly luciferase and renilla luciferase serves as an internal control. At least three independent experiments were performed.
qRT-PCR
Synchronized worms were grown until day 1 of adulthood unless otherwise noted.
Afterwards, worms were collected in TRIzol (Invitrogen) and frozen in liquid nitrogen.
For mRNA, total RNA was prepared by RNeasy Mini kit (QIAGEN) and cDNA was subsequently generated by Superscript III First Strand Synthesis System with random hexamers (Invitrogen). For microRNA, miRNeasy Mini kit (QIAGEN) and TaqMan MicroRNA Reverse Transcription kit (Applied Biosystems) were used for total RNA and cDNA preparation respectively. qRT-PCR was performed with Power SYBR Green master mix (Applied Biosystems) on a 7900HT Fast Real-Time PCR System (Applied Biosystems). Three or four technical replicates were performed in each reaction. ama-1 and Sno-RNA U18 were used as internal controls for mRNA and microRNA qRT-PCR respectively. The results were from at least three biological replicates. Primer sequences are listed in Table S3 . 
Analysis of fluorescence intensity

Statistical analysis
Results are presented as mean±SD unless noted otherwise. Statistical tests were performed with either One-way ANOVA with Tukey test (ANOVA) or Student's t-test (t-test) as indicated using GraphPad Prism (GraphPad software). Fig. S1 . Loss of the germline alters the expression of hormone synthetic genes. 
Supplementary Figures and Tables
A. qRT-PCR results of the indicated genes in WT and
F. sod-3 expression is restored in mir-84;mir-241;glp-1 animals upon akt-1 or lin-14
RNAi treatment. ANOVA: ** P<0.01, ns: non-significant. 
G and H. pdk-1-3'UTR-DR construct is upregulated in mir-84;mir-241 mutants compared to WT.
I. glp-1 mutants do not show downregulation of the pdk-1-3'UTR-DR construct.
U18 U18-f GGCAGTGATGATCACAAATC U18-r TGGCTCAGCCGGTTTTCTAT let-7 let-7-RT GTCGTATCCAGTGCAGGGTCCGAGGTATTCGCACTGGATACGACAACTAT let-7-f GCGCGTGAGGTAGTAGGTTGT
